tion and the obstetric viewpoints; but it would appear preferable that a low-dose pituitary implant should precede fertility drug treatment in the management of infertility when a pituitary tumour is thought to be present.
Hypopituitarism itself in pregnancy is only likely to be important if it results in thyroxine or cortisol deficiency. Measurement of total concentrations of thyroxine and cortisol in blood are vitiated in pregnancy by increases in the concentrations of their specific plasma binding proteins. The problem of assessment of these functions during pregnancy can be overcome by tests reflecting non-protein-bound hormone levels, e.g. free thyroxine factor (Goolden et al. 1967) and urinary free cortisol (Burke & Roulet 1970) estimations, as illustrated in our cases. Erdheim Case 1 Mrs R T, aged 40. Housewife History: When aged 7 years, developed psoriasis affecting body and knees, which is still active on and off. At age 11 hair began to go grey; this progressed to alopecia which is now almost total. Menarche occurred normally at 13 and periods are still regular. Since age 14 has had diabetes mellitus, now controlled with 52 units insulin daily. At about that time she began to have vitiligo and from 18 onwards has had iron deficiency anemia on and off. During first and only pregnancy at age 24 had severe hyperemesis gravidarum lasting 8 months and also suffered a nervous breakdown with depression and con-fusion necessitating admission to mental hospital for six weeks. Three months after delivery she developed a polyarthritis affecting mainly small joints in hands and feet, which lasted for nine months and has not recurred since. When aged 32 she developed signs of primary myxoedema. and also cataract of the right eye.
In 1966 a serum vitamin B12 level of 59 ng/mli was noted but apparently no treatment was given. Further investigations were carried out in: 1970 when she was in good health with insulin and thyroxine replacement. On examination her thyroid gland was impalpable and she had no evidence of glossitis. There was extensive vitiligo of the body alternating with patches of excessivepigmentation and diffuse small psoriatic lesions. Blood pressure 130/80, with no symptoms of adrenal deficiency. The patient was adopted at birth and no information is available about her family history.
Investigations: Hematological: Hb 9-7 g/100 ml; RBC 3*4 million; MCV 84 ,um3; WBC 4,400/M3;: PN 66% with moderate right shift. Blood film showed hypochromasia, anisocytosis and poikilocytosis. Serum iron 50 pg/100 ml (normal 80-180% with an iron-binding capacity of 500 pg/100 ml, Serum folate 9-4 ng/ml. Vitamin B,2 69 ng/ml. B12 absorption, whole body count at 7 days 14-1 % (normal 30-50). With added hog intrinsic factor the 7 days' absorption value increased to 23-3 %. Gastric juice after stimulation with pentagastrin. volume 12 ml, pH 8-0; intrinsic factor could not be detected and gastric juice contained 4 units intrinsic factor antibody per ml, IgA class.
Endocrine: Serum thyroxine 117 ng/ml (on replacement); urine ketosteroid excretion 6 mg/24 h (normal 15-25); serum calcium 9-9 mg/100 ml; phosphates 2-9 mg/100 ml; alkaline phosphatase 8 K-A units.
Immunological: Serum immunoglobulins: IgG 1,720 mg/100 ml, IgA 56 %, IgM 320 % of normal serum pool. Serum autoantibodies: antithyroglobulin titre tanned red cells 1 :640; antimicrosomal CFT 1:64; colloid and cytoplasmic immunofluorescence strongly positive. Gastric parietal cell fluorescence positive to 1:10 (low titre), intrinsic factor antibodies 150 u/ml (moderate titre). Adrenal cytoplasmic fluorescence positive on several occasions; the antibody did not cross-react with human ovary or rat testis. Antibodies to striated and smooth muscle were not detected.
Conclusion: In addition to all the conditions already diagnosed, this patient has latent pernicious anamia and a possible partial atrophy of the adrenal glands which might be revealed with more detailed adrenal function tests. Case 2 Mr D T, aged 15, only son of Case 1 Born after normal delivery, though labour induced three weeks prematurely owing to mother's diabetes. Birth weight 6 lb 4 oz (3-8 kg). Normal milestones. First seen in hospital at age 2 when off his food and miserable; nothing abnormal found.
Admitted at age 4 years, with two weeks' thirst and polyuria. Urine contained 2 / sugar and diabetes mellitus was diagnosed. At about the same time he began to have prominent eyes and occasional loose stools. When aged 41 he was found to have marked proptosis, left-sided ptosis and defective oculomotor movements of the left eye. The clinical condition suggested possible thyrotoxicosis with endocrine exophthalmos together with an ocular myasthenia gravis. He was found to have a small diffuse goitre with no bruit, there was no weight loss or tachycardia, but 24-hour 1311 uptake was 80%, with a neck/thigh ratio of 40:1 and thyroid index of 20. BMR+1 %, PBI 6-8-7-2 ,g/100 ml on repeated testing. At age 5, further thyroid function tests showed BMR -3 %, pulse rate 80, T3 red cell uptake 19-7 % (normal 15-20); after 8 days of triiodothyronine, 1321 uptake was 32 % at 5 min and 42 % at 60 min with plateau, suggesting nonsuppressibility. A trial of carbimazole treatment was without effect. Thyroid antibody tests were not done at that time and it appears likely that this was subclinical Graves' disease, possibly with some associated thyroiditis. Investigation of the muscle weakness also gave equivocal results. Several Tensilon tests were positive but there was no clinical benefit from prostigmine or other myasthenia drugs. For a short time he had slight weakness of the left arm and leg but on the whole the ptosis has remained the main symptom and the condition has not progressed over the years.
At the age of 13 he began to gain weight and his growth rate diminished. At 15 he developed xanthomata and slowed down considerably. At that time his thyroid gland was no longer palpable, PBI 1-2 ,g/100 ml, 24-hour 132I uptake 7% with no increase following TSH injection. Serum cholesterol 510 mg/100 ml. Serum immunoglobulins: IgG 4,000 mg/100 ml, IgA 38%, IgM 224% of normal serum pool. Serum autoantibodies: tanned red cell titre 1 :10,000, CFT 1:256. LATS was not detected (McKenzie assay on whole serum by Dr D J El Kabir: 2-hour response 101 ±14%; 7 hours 120±14%; 24 hours 87 ± 13%). Gastric parietal cell fluorescence positive to 1:320 and gastric intrinsic factor antibodies 450 u/ml (high titres). All other antibody tests were negative, including those to striated muscle, smooth muscle, nuclei (ANA) and adrenal gland. The boy's father was clinically normal but had low titres of thyroid and gastric antibodies as well as a weakly positive ANA. Gastric function tests were undertaken to exclude pernicious anamia: gastric acid was present and the gastric juice contained no intrinsic factor antibodies. For unexplained reasons intrinsic factor could not be detected in gastric juice but the vitamin B%2 absorption by whole body counting was 57 % at 7 days and the blood count was entirely normal. Serum vitamin B12 470 ng/ml. Conclusion: The high antibody levels are suggestive of active thyroiditis and gastritis but at present there is no evidence of reduced vitamin B%2 absorption or of impending progression to pernicious anemia.
Comment
The clinical association of several autoimmune endocrinopathies has been well documented (Doniach & Roitt 1969) and the familial aspects have been studied (Hall & Stanbury 1967) . Insulin-dependent diabetes mellitus has not been shown to belong to the group of organ-specific autoimmune disorders but there is an increased incidence of thyroid and gastric antibodies in these patients (Irvine et al. 1970) . Adrenal antibodies are found in idiopathic adrenal atrophy and it is of interest that this has been associated with alopecia and vitiligo in certain cases where premature menopause and ovarian atrophy were an additional feature (Irvine et al. 1969) . Case 1 has had extensive alopecia and her serum repeatedly showed low titre antibodies to adrenal cytoplasm but her ovarian function appears normal and at present she shows no signs of adrenal failure. Vitiligo is another condition often found in association with these endocrinopathies and recent gastric function studies (Howitz & Schwartz 1971 ) have shown a far greater incidence of atrophic gastritis and pernicious anaemia in patients with this lesion. In Case 2 diabetes and subclinical Graves' disease developed almost simultaneously at an early age, together with a mild ocular myasthenia gravis. The alternative diagnosis of thyrotoxic myopathy is unlikely in view of the absence of clinical hyperthyroidism. The tendency to autoimmunity came from both parents, a feature seen in a high proportion of children with thyroiditis (Doniach et al. 1965) . Ocular myasthenia occurs in young children and is frequently nonprogressive. As regards his thyroiditis, it is possible that this was present at the onset of the thyroid disorder and that it masked the hyperactivity of the gland and gradually led to its destruction, as seen by the disappearance of the goitre and the onset of myxcedema 10 years later. This boy has every reason to develop pernicious anemia in later life. Simple gastritis is not usually associated with intrinsic factor antibodies but in some thyrotoxic patients with a strong heredity of autoimmunity these antibodies may appear in the serum at an early stage in the development of the gastritis (Rose et al. 1970) ; it is not yet known to what extent such cases will later proceed to full gastric atrophy and B12 deficiency.
